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698 Abstractsinhibition resulted in signiﬁcantly improved ﬁbroblast
migration under these conditions. We conclude that the
synergistic effect of hyperglycaemia and ischaemia occurs
through inﬂammatory processes mediated via the MyD88-
dependent TLR4 pathway. This results in increased tissue
damage through apoptosis, leading to further upregulation
and activation of TLR4. Wound healing may be further
impaired through a functional reduction of ﬁbroblast
migration in conditions commonly found in diabetic pa-
tients with concomitant ischaemia.
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Introduction: In cardiac muscle, ischemia reperfusion
injury is inﬂuenced by mitochondrial function, which may
be upregulated by focal adhesion kinase (FAK). Aim was
to determine whether increased expression of FAK
reduced rhabdomyolysis also in skeletal muscle and to
what extent any protective effect depended on oxidative
muscle ﬁber type (i.e. its mitochondria content).
Methods: In a translational in-vivo experiment, rat lower
limbs were subjected to 4 hours of ischemia followed by 24
(or 72) hours of reperfusion. FAK expression was stimulated
seven days before by somatic gene transfer and outcomes
were measured against empty transfer controls. Slow
oxidative (i.e. mitochondria-rich) and fast glycolytic (i.e.
mitochondria-poor) type muscles were analysed separately
for signs of rhabdomyolysis, apoptosis and inﬂammation.
Severity of reperfusion injury was assessed using paired
non-ischemic controls whereas systemic effects were
assessed using sham controls.
Results: After 24 hours of reperfusion marked rhabdo-
myolysis was found in non-transfected and empty trans-
fected fast type muscle with physiologically elevated levels
of FAK and apoptosis markers (i.e. BAX protein). As ex-
pected, previous FAK gene transfer increased FAK concen-
tration signiﬁcantly (p < 0.05). In contrast, BAX levels were
reduced 6-fold (p < 0.05) with a consistent trend for 2-fold
reduced rhadomyolysis (p ¼ 0.08). Slow oxidative muscle
physiology reacted differently. Here rhabdomyolysis did not
appear before 72 hours of reperfusion and FAK levels were
not altered by gene transfection (p ¼ 0.66).
Conclusion: Reperfusion-induced rhabdomyolysis in skel-
etal muscle is a ﬁber type-speciﬁc phenomenon that is
modulated by functional mitochondrial reserves. Stimu-
lation of FAK expression to exploit these reserves is apotential therapeutic approach in fast type muscle to
reduce apoptotic tissue loss associated with acute limb
ischemia.
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Introduction: Venous thromboembolism (VT) is one of the
most widely spread and socially important multifactorial
cardiovascular diseases. Damage to the vessel wall, mainly
endothelium, is the primary step in the thrombosis initiation.
It also leads to the disturbances of endothelium functions i.e.
endothelial dysfunction. Oxidative stress is one of the most
probable factors of endothelial cells damage. In this study,
we estimate the efﬁcacy of different experimental models of
venous endothelial dysfunction on animals with its further
correction with the puriﬁed micronized fraction of ﬂavo-
noids, particularly the inﬂuence of this drug on oxidative
stress markers and nitric oxide (II) (NO) levels.
Methods: The experiment was carried out on 105 Wistar
rats which were divided into 3 groups, 35 animals each: L-
NAME-induced endothelial dysfunction, deep venous
thrombosis, and postthrombotic syndrome. Puriﬁed
micronized ﬂavonoid fraction of diosmin was adminis-
trated during 6 months in dosage 100 mg/kg/day. Blood
samples were collected from experimental animal on
ﬁxed dates (1, 2, 3, and 6 months). Super-oxide dismutase
(SOD), malone dialdehyde (MDA) and NO levels were
measured.
Results: Statistically signiﬁcant decrease of NO level and
increase of SOD and MDA levels were observed in all
groups once each experimental model was established (p
< 0,05). Administration of puriﬁed micronized fraction of
ﬂavonoids led to statistically signiﬁcant (p < 0,05) in-
crease of NO synthesis and decrease of MDA and SOD
levels in all groups during experiment. Levels of all
studied metabolites reached their initial values by the
end of the 1st month upon administration of the study
drug and remained stable during the rest of experiment.
Possibly, administration of puriﬁed micronized fraction of
ﬂavonoids led to lower activity of SOD due to decreased
lipid peroxidation.
Conclusion: Chosen experimental models allow studying
different diseases of venous system regarding venous
endothelial dysfunction. Administration of puriﬁed
micronized fraction of ﬂavonoids improves endothelial
function due to increased production of nitric oxide (II) and
decreased production of free radicals.
